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AB 5-(4-[4-(5-Cyano-3-indolyl) butyl] -1-piperaz iny 1 ] benzof uran-2-carboxarnide 
and/or a physioL. acceptable salt is prepared by the reaction of 
benzofurancarboxamides (I; L = CI, Br, I, S02F, S02CF3, S02C2F5) with 
3-(4-piperazin-l-ylbutyL) indole-5-carbonitrile in the presence of a 
Pd-catalyzed coupling using Pd complexes, and/or the formed 
5-|4-| 4- (S-cyano-3-indolyl ) butyl ] -1-piperaz iny 1 ] benzof uran-2-carboxamide 
is converted into an acid-addition salt by treatment with an acid, or by a 
second method in which a benzof uran-2-carboxarnide (II) or an HX addition salt 
(X= CI, Br) is reductively aminated with 3- ( 4-oxo-buty 1 ) -IH-indol-S- 
carbonitrile, and/or 5- ( 4- ( 4- ( S-cyano-3-indoly 1 ) -buty 1 ] -1- 

piperazinyl ] benzof uran-2-carboxamide is converted into an acid-addition salt 
by treatment with an acid. 
IT 163S21-12-8P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(method for the production of 5- ( 4- [ 4- ( S-cyano-3-indoly 1 ) buty 1 ] -1- 
piperazinyl ] benzof uran-2-carboxamide ) 
RN 163521-12-8 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- ( 4- ( 4- ( S-cyano-lH-indol-3-y 1 ) butyl ] -1- 
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ANSWER 2 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN 
2005:578527 HCAPLUS 
143 : 126601 

Effect of vilazodone on S-HT efflux and re-uptake in the guinea-pig dorsal 
raphe nucleus 

Roberts, Claire; Hagan, Jim J.; Bartoszyk, Gerd D.; Kew, James 
N. C. 

Psychiatry CEDD, GlaxoSmithKl ine, Harlow, Essex, CM19 5AW, UK 

European Journal of Pharmacology (2005), 517(1-2), 59-63 

CODEN: EJPHAZ; ISSN: 0014-2999 

Elsevier B.V. 

Journal 

English 

The effect of vilazodone, a putative selective serotonin re-uptake 
inhibitor (SSRI) with S-HT ( S-hydroxytryptamine ) 1A receptor partial 
agonist activity, was investigated on 5-HT efflux and S-HT re-uptake half 
life in the guinea-pig dorsal raphe nucleus, using in vitro fast cyclic 
voltammetry. The SSRI, fluoxetine, significantly increased S-HT efflux. 
In contrast, vilazodone had no effect on 5-HT efflux at 100 nM but 
significantly decreased S-HT efflux at 1 uM. Co-perfusion of 8-OH-DPAT 
(± 8-hydroxy-2-(di-n-propylamino) tetralin) with fluoxetine 
significantly attenuated the f luoxet ine-induced increase in S-HT efflux. 
Co-perfusion of WAY 100635 with vilazodone did not attenuate the effect of 
vilazodone alone. In addition, the re-uptake half life for 5-HT was 
significantly increased by both fluoxetine and vilazodone. In conclusion, 
we have demonstrated that vilazodone (100 nM, 1 pM) , in the guinea-pig 
dorsal raphe nucleus, blocks the serotonin transporter but does not 
display S-HT1A receptor agonism. 
163S21-12-8, Vilazodone 

RL : PAC (Pharmacological activity); BIOL (Biological study) 

(effect of vilazodone on S-HT efflux and re-uptake in the guinea-pig 
dorsal raphe nucleus) 
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ANSWER 3 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN 
2005 : 184699 HCAPLUS 
142 :329682 

Neurochemical evaluation of the novel 5-HT1A receptor partial 
agonist/serotonin reuptake inhibitor, vilazodone 

Hughes, Zoe A.; Starr, Kathryn R.; Langmead, Christopher J.; Hill, 
Matthew; Bartoszyk, Gerd D.; Hagan, James J.; Middlemiss, Derek 
N . ; Dawson, Lee A . 

Psychiatry CEDD, Glaxo Smith Kline, Neuropharmacology Research, Essex, 
CM19 SAW, UK 

European Journal of Pharmacology (2005), 510(1-2), 49-57 

CODEN: EJPHAZ; ISSN: 0014-2999 

Elsevier B.V. 

Journal 

English 

Vilazodone has been reported to be an inhibitor of S-hydroxytryptamine 
(S-HT) reuptake and a partial agonist at 5-HT1A receptors. Using 
[3SS]GTPyS binding in rat hippocampal tissue, vilazodone was 
demonstrated to have an intrinsic activity comparable to the S-HT1A 
receptor agonist 8-hydroxy-2- ( di-n-propy lamino ) tetral in (8-OH-DPAT). 
Vilazodone (1-10 mg/kg p.o.) dose-dependent ly displaced in vivo ( 3H ] DASB 
(N, N— dimethyl— 2— ( 2— amino— 4— cyanopheny 1 t hio ) benzy lamine ) binding from rat 
cortex and hippocampus, indicating that vilazodone occupies S-HT 
transporters in vivo. Using in vivo microdialy s i s , vilazodone (10 mg/kg 
p.o.) was demonstrated to cause a 2-fold increase in extracellular 5-HT 
but no change in noradrenaline or dopamine levels in frontal cortex of 
freely moving rats. In contrast, administration of 8-OH-DPAT (0.3 mg/kg 
s.c.), either alone or in comb inat ion with a serotonin specific reuptake 
inhibitor (SSRI; paroxetine, 3 mg/kg p.o. ) , produced no increase in 
cortical 5-HT whi le increasing noradrenaline and dopamine 2 and 4 fold, 
resp. A 2-fold increase in extracellular S-HT levels (but no change in 
noradrenaline or dopamine level s ) was observed after comb inat ion of the 
S-HT1A receptor antagonist, N- [ 2- [ 4- ( 2-methoxypheny 1 ) -1-piperaz iny 1 ] ethyl ] - 
N- (pyridinyl ) cyclohexanecarboxamide (WAY-10063S; 0.3 mg/kg s.c.) and 
paroxetine (3 mg/kg p.o.). In summary, vilazodone behaved as a high 
efficacy partial agonist at the rat hippocampal S-HT1A receptors in vitro 
and occupied S-HT transporters in vivo. In vivo vilazodone induced a 
selective increase in extracellular levels of S-HT in the rat frontal 
cortex. This profile was similar to that seen with a 5-HT1A receptor 
antagonist plus an SSRI but in contrast to 8-OH-DPAT either alone or in 
combination with paroxetine. 
163521-12-8, Vilazodone 

RL : DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(neurochem. evaluation of novel S-HT1A receptor partial agonist and 

serotonin reuptake inhibitor vilazodone) 
163521-12-8 HCAPLUS 

2-Benzof urancarboxamide, S- ( 4- ( 4- ( S-cyano-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 




RE . CNT 4 1 



THERE ARE 41 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



07/01/2008 Page 3 



10 / 560734 



L28 ANSWER 4 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN 
AN 2004:1154699 HCAPLUS 
DN 142:93856 

TI Preparation of indolylbutylpiperazinylbenzof urancarboxamides as serotonin 

receptor ligands and/or serotonin reuptake inhibitors 
IN Heinrich, Timo; Boettcher, Henning; Schiemann, Kai; 

Hoelzernann, Guenter; Van Amsterdam, Christoph; Bartoszyk, 
Gerd; Leibrock, Joachim; Seyfried, Christoph 
PA Merck Patent GmbH, Germany 
SO PCT Int. Appl., 45 pp. 

CODEN: PIXXD2 
DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. 



PI 



WO2004113326 
W 



KIND 



Al 



DATE 



20041229 



APPLICATION NO. 



DATE 



2004WO-EP05547 



20040524 



AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB. 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN . 


MW . 


MX, 


MZ, 


NA, 


HI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz, 


VC, 


VN, 


YU, 


ZA, 


ZM, 


ZW 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC . 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN . 


TD, 


TG 





























DE— 10326939 

AU2004249372 

CA 2529299 

EP 1633741 

R: AT, BE, CH, 
IE, SI, LT, 

CN 1805953 

BR2004011S33 

JP2006527707 

MX2005PA13538 

US2007099933 
PRAI 2003DE-1026939 

2004WO-EP05547 
OS MARPAT 142:93856 
GI 



Al 

Al 

Al 

Al 
DE, 
LV, 

A 

A 

T 

A 

Al 

A 

W 



20050105 
20041229 
20041229 
2006031S 
DK, ES, FR, 
FI, RO, CY, 
20060719 
20060801 
20061207 
20060309 
20070503 
2 0 03 0616 
20040524 



2003DE-1026939 

2004AU-0249372 

2004CA-2S29299 

2004EP-0734515 
GB, GR, IT, LI, LU, NL, 
TR, BG, CZ, EE, HU, PL, 

CN 2004-80016700 

2004BR-0011533 

2006JP-0S1S787 

2005MX-PA13538 

2005US-0560734 



20030616 
20040524 
20040524 
20040524 

SE, MC, PT, 

SK 

20040524 
2004U524 
20040524 
20051213 
20051215 <- 




X- (CH 2 ) n 




AB Title compds . [I; 

= OH, OA, NH2, NHB 
alkoxyalkyl; rn = 2 
prepared Thus, 5- 
carboxamide in Me2 
followed by stirri 
lH-indol-3-yl) buty 
dihydrochLoride . 
ICS0 = 1.7 nM and 
nM. I are useful 
antihypertensives 
behavior, sleeping 
age-related memory 
sexual dysfunction 

IT 714950-70-6P 81643 



= N, CH; R1-R3 = OH, OA, cyano, halo, COR4, CH2R4; R4 
NB2; Q = CH2, CO, CH; A, B = alkyl, alkoxy, alkenyl, 
6; n = 0-4; dotted line = optional double bond], were 
4- ( 4- ( S-cyano-3-indoly 1 ) butyl ] -1-piperaz iny 1 ] ben z of uran-2- 
SO was treated dropwise with concentrate HC1 under ice cooling 
ng for 10 h to give 5- [ 4- [ 4- ( 5-cyano-2-oxo-2 , 3-dihydro- 
1 ] -1-piperazinyl ) benzof uran-2-carboxamide as the 
The latter showed 5-HT1A receptor binding activity with 
serotonin reuptake inhibitor activity with IC50 = 2.9 
as anxiolytics, antidepressants, neuroleptics, 
and/or for pos . influencing obsessive-compulsive 
disorders, tardive dyskinesia, learning disorders, 
defects, eating disorders such as bulimia, and/or 

8-30-9P 816438-33-2P 



L28 ANSWER 4 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN (Continued) 
816438-3S-4P 816438-37-6P 816438-39-8P 
816438-41-2P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses ) 

(prepn. of indoly lbuty lpiperaz iny lbenzof urancarboxamides as serotonin 
receptor ligands or reuptake inhibitors) 
RN 714950-70-6 HCAPLUS 

CN 2 -Benzof urancarboxamide, S- ( 4- ( 4- ( S-cyano-6-hydroxy-lH-indol-3-yl ) butyl | -1- 
piperazinyl ] - (CA INDEX NAME) 




N (CH 2 ) 4' 



RN 816438-3 0-9 HCAPLUS 

CN 2 -Benzof urancarboxamide, 5- ( 4- ( 4- ( 5 -cyano- 2 , 3-dihydro-lH-indol-3-yl ) butyl ] 
1-piperazinyl]- (CA INDEX NAME) 





(CH 2 ) 



4— N^J 



C-NH 2 



RN 816438-33-2 HCAPLUS 

CN 2 -Benzof urancarboxamide, 5- [ 4- [ 4- (5 -cyano- 2, 3-dihydro-2-oxo-lH-indol-3- 
yl) butyl] -1-piperazinyl] - (CA INDEX NAME) 



H2N— C" O 

II 
0 



N (CH 2 )4 




RN 816438-35-4 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- [ 4- [ 4- (5-cyano-2, 3-dihydro-2-oxo-lH-indol-3- 
yl) butyl] -1-piperazinyl] -, dihydrochlor ide (SCI) (CA INDEX NAME) 




N (CH 2 ) 4" 



ay 



CN 



#2 HC1 



L28 ANSWER 4 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN 



(Continued) 



RN 816 43 8-3 7-6 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- [ 4- [ 4- (5-f luoro-2, 3-dihydro-2-oxo-lH-indol-3- 
yl)butyl]-l-piperazinyl]-, dihydrochlor ide (9CI) ( CA INDEX NAME ) 



H2N— C 
0 



N (CH 2 ) 4 



O^H 
H 




• 2 HC1 

RN 816438-39-8 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- | 4- | 4- ( 5-cyano-6-hydroxy-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] -, hydrochloride (9CI) (CA INDEX NAME) 



H2N— C 
0 




N (CH 2 ) 4" 



CN 



OH 



• x HC1 

RN 816438-41-2 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- | 4- | 4- (5-cyano-2, 3-dihydro-lH-indol-3-y 1 ) butyl ] - 
1-piperazinyl]-, monohydrochloride (9CI) (CA INDEX NAME) 



NC 




(CH 2 ) 



4 — N^J 




0 

C-NH2 



HC1 



IT 



RN 
CN 



163521-12-8 714950-88-6 76S93S-80-6 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of indolylbutylpiperazinylbenzof urancarboxamides as serotonin 

receptor ligands or reuptake inhibitors) 
163521-12-8 HCAPLUS 

2-Benzof urancarboxamide, 5- ( 4- ( 4- (S-cyano-lH-indol-3-yl ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 



L28 ANSWER 4 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN 



(Continued) 



0 



o 

II 

C— NH2 




(CH 2 ) 4 



NH 



RN 714950-88-6 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- [ 4- [ 4- (5-cyano-6- ( (methy 1 sulf ony 1 ) oxy ] -IH-indol- 
3-yl] butyl] -1-piperazinyl] - (CA INDEX NAME) 



H2N— C O 




(CH2) 4 " 



H O— S 

H II 



O— S— Me 



RN 765935-80-6 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- [ 4- ( 4- ( 5-f luoro-lH-indol-3-y 1 ) butyl ) -1- 
piperazinyl] - (CA INDEX NAME) 




(CH 2 ) 




C-NH 2 



RE.CNT 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



07/01/2008 Page 4 



10 / 560734 



L28 ANSWER 5 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN 
AN 2004:1154698 HCAPLUS 
DN 142:93855 

TI Preparation of indolylbuty lpiperaz iny lbenzof urancarboxamides as serotonin 

reuptake inhibitors and/or serotonin receptor ligands. 
IN Heinrich, Timo; Boettcher, Henning; Schiemann, Kai; 

Hoelzernann, Guenter; Van Amsterdam, Christoph; Bartoszyk, 

Gerd; Leibrock, Joachim; Seyfried, Christoph 
PA Merck Patent GmbH, Germany; Van Amsterdam, Christoph 
SO PCT Int. Appl., 4 2 pp. 

CODEN: PIXXD2 
DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. KIND DATE APPL I CAT I OH HO. DATE 



WO2004113325 




Al 




20041229 




2004WO-EP05546 




20040524 


W: 


AE, AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB. 


BG, 


BR, 


BW, 


BY, 


Q Z ; C A , CH , 




CN, CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


I'M . 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, GB, GD, 




GE, GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, KZ , LC , 




LK, LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


ME' , 


MG, 


MK . 


MN . 


MW , 


MX, 


MZ, NA, NI, 




NO, NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, SL, SY, 




TJ, TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU, 


ZA, ZM, ZW 


RW: 


BW, GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, ZW, AM, 




AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, DE, DK, 




EE, ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, RO, SE, 




SI, SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW. 


ML, MR, NE, 




SN, TD, 


TG 
























DE — 10326940 




Al 




200S010S 




2003DE-1026940 




20030616 


AU2004249371 




Al 




20041229 




2004AU-0249371 




20040524 


CA 2529298 




Al 




20041229 




2004CA-2529298 




20040524 


EP 1633742 




Al 




2006031S 




2004EP-0734520 




20040524 


R: 


AT, BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 




IE, SI, 


LT, 


LV, 


FI, 


RO, 


CY, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, 


SK 


BR20040114S6 




A 




20060718 




2004BR-0011456 




20040524 


CN 1805954 




A 




20060719 




CN 2004- 


80016748 




20040524 


JP2006S27706 




T 




20061207 




2006JP-0515786 




20040524 


MX2005PA13537 




A 




20060309 




2005MX-PA13S37 




20051213 


US2006160824 




Al 




20060720 




2005US-0S60737 




20051215 


2003DE- 


-1026940 




A 




10 03 0616 
















2004WO- 


-EP05546 




W 




20040524 

















OS MARPAT 142:93855 
GI 



L2 8 ANSWER 5 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN (Continued) 

dy sf unct ion . 
IT 816429-14-8P 816429-1S-9P 816429-16-0P 

816429-17-1P 816429-18-2P 816429-19-3P 

816429-20-6P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses ) 

(claimed compound; preparation of indolylbuty lpiperaz iny lbenzof urancarboxamide 
s as serotonin reuptake inhibitors and/or serotonin receptor ligands) 
RN 816429-14-8 HCAPLUS 

CN 2 -Ben z of urancarboxamide, 5 - 1 4- ( 4- ( 5-cyano-l-methy l-lH-indol-3-yl ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 




0 



RN 816429-15-9 HCAPLUS 

CN 2 -Ben z of urancarboxamide, 5- ( 4- ( 4- ( 5-cyano-l-ethy l-lH-indol-3-yl ) butyl ] -1- 
piperazinyl ] - (CA INDEX NAME) 




O 



RN 816429-16-0 HCAPLUS 

CN 2 -Ben z of urancarboxamide, 5- [ 4- [ 4- [5-cyano-l- ( 1 -methyl ethyl ) -lH-indol-3- 
yl ] butyl ] -1-piperazinyl ] - (CA INDEX NAME) 




I 



AB Title compds . [I; X = N, CH; Rl, R3 = H, OH, OA, cyano, halo, COR4, CH2R4; 
R2 = H, (halo-substituted) alkyl, alkylaryl, alky lheteroary 1 , heteroaryl; 
R4 = OH, OA, NH2, NHB, NB2; A, B = alkyl; m = 2-6; n = 0-4], were prepared 
Thus, 3— ( 4— chlorobuty 1 ) -lH-indole-5-carbonitr i le in THF was added to NaH 
in THF followed by stirring for 30 rain. , addition of Mel in THF, and stirring 
for 30 rain, at room temperature to give N-methylated product, which was heated 
with 5— (piperaz in-1— y 1 ) benzof uran-2-carboxamide and Et3N in 
N-methylpyrrol idine at 120° for 4 h to give 5- [ 4- [ 4- ( 5-cyano-l- 
methy l-lH-indol-3-y 1 ) butyl ] piperaz in-1 -y 1 ] benzof uran-2-carboxamide . The 
latter showed serotonin reuptake inhibitory activity with IC50 = 2.6 nM. 
I are useful as anxiolytics, antidepressants, neuroleptics, 
antihypertensives, and/or for pos . influencing obsessive compulsive 
disorders, sleep disorders, tardive dyskinesia, learning disorders, 
geriatric memory loss, bulimia, irritable bowel syndrome, and sexual 



H 2 N-C O I 

II 
O 

RN 816429-17-1 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- [ 4- [ 4- [5-cyano-l- (pheny lmethy 1 ) -lH-indol-3- 
yl] butyl] -1-piperazinyl] - (CA INDEX NAME) 
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CN 2-Benzof urancarboxamide, 5- [ 4- [ 4- ( 5-cyano-l-propy l-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 




RN 816429-19-3 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- | 4- | 4- [5-cyano-l- ( 2-pyridiny lmethy 1 ) -lH-indol-3- 
yl] butyl] -1-piperazinyl]- (CA INDEX NAME) 




RN 816429-20-6 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- [ 4- [ 4- [5-cyano-l- ( 2 -pheny lethy 1 ) -lH-indol-3- 
yl] butyl] -1-piperazinyl] - (CA INDEX NAME) 




IT 816429-21-7P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of indolylbuty lpiperaz iny lbenzof urancarboxamides as serotonin 
reuptake inhibitors and/or serotonin receptor ligands) 
RN 8164 29-21-7 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- [ 4- [ 4- ( 5 -cyano- 1 -met hy l-lH-indol-3-yl ) butyl 1-1- 
piperazinyl] -, dihydrochloride (9CI) (CA INDEX NAME) 
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AN 2004:892421 HCAPLUS 
DN 141:360593 

TI Effects of systemic injections of Vilazodone, a selective serotonin 

reuptake inhibitor and serotonin 1A receptor agonist, on anxiety induced 
by predator stress in rats 

AU Adamec, Robert; Bartoszyk, Gerd D.; Burton, Paul 

CS Department of Psychology, Memorial University, St. John's, A1B 3X9, Can. 
SO European Journal of Pharmacology (2004), 504(1-2), 65-77 

CODEN: EJPHAZ; ISSN: 0014-2999 
PB Elsevier B.V. 
DT Journal 
LA English 

AB We examined the effect of Vilazodone, a selective serotonin reuptake 

inhibitor (SSRI) and serotonin 1A (5-HT1A) receptor agonist [Bartoszyk, 
G.D., Hegenbart, R., Ziegler, H., 1997. EMD 68843, a serotonin reuptake 
inhibitor with selective presynaptic 5-HT1A receptor agonistic properties. 
Eur. J. Pharmacol. 322, 147-153], on change in affect following predator 
stress. Vilazodone and vehicle injection (i.p.) occurred either 10 min 
after predator stress (prophylactic testing) , or 90 min prior to 
behavioral testing for the effects of predator stress (therapeutic 
testing) . Predator stress involved unprotected exposure of rats to a 
domestic cat. Behavioral effects of stress were evaluated with hole 
board, plus-maze, and acoustic startle tests 1 wk after stress. Predator 
stress increased anxiety-like behavior in the plus-maze and elevated 
response to acoustic startle. In prophylactic testing, Vilazodone 
affected stress potentiation of startle at doses above 5 mg/kg. 
Vilazodone increased stress elevation of startle at 10 mg/kg. Higher 
doses of Vilazodone (20 and 40 mg/kg) blocked stress potentiation of 
startle. In contrast, Vilazodone had no effect on stress potentiation of 
anxiety in the plus-maze. In therapeutic testing, Vilazodone increased 
stress elevation of startle at all doses. In contrast, therapeutic 
Vilazodone had no effect on stress potentiation of anxiety in the 
plus-maze. Taken together, the data suggest a prophylactic potential for 
Vilazodone in the treatment of changes in hypervigi lance following severe 
stress . 

IT 163521-12-8, Vilazodone 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(effects of SSRI and serotonin 1A receptor agonist, Vilazodone, . on 
anxiety induced by predator stress in rats) 
RN 163521-12-8 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- ( 4- ( 4- ( S-cyano-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 



0 




L28 ANSWER 7 OF 16 HCAPLUS COPYRIGHT 2008 ACS on STN 
AN 2004:641081 HCAPLUS 
DN 141:314299 

TI Synthesis and Structure-Activity Relationship in a Class of 

Indolebuty lpiperaz ines as Dual S-HT1A Receptor Agonists and Serotonin 

Reuptake Inhibitors 
AU Heinrich, Timo; Boettcher, Henning; Gericke, Rolf; 

Bartoszyk, Gerd D.; Anzali, Soheila; Seyfried, Christoph 

A.; Greiner, Hartmut E.; van Amsterdam, Christoph 
CS Preclinical Pharmaceutical Research, Merck KGaA, Darmstadt, 

64293, Germany 

SO Journal of Medicinal Chemistry (2004), 47(19), 4684-4692 

CODEN: JMCMAR ; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 
LA English 

OS CAS REACT 141:314299 
GI 




AB Systematic structural modifications of [( indolyl ) alky 1 ] (phenyl ) piperaz ines 
led to improved selectivity and affinity within this class of 5-HT1A 
receptor agonists. Introduction of electron-withdrawing groups in 
position 5 on the indole group raises serotonin transporter affinity, and 
the cyano group proved to be the best substituent here. 5-Fluoro and 
5-cyano substituted indoles show comparable results in in vitro and in 
vivo tests, and bioi soster i sm between these substituents was supported by 
calcn. of the mol . electrostatic potentials and dipole moments. Compds . 
showing promising in vitro data were further examined in ex vivo 

(p-chloroamphetamine assay) and in vivo (ultrasonic vocalization) tests. 

Optimization of the ary lpiperaz ine moiety indicated that the 

5-benzof urany 1-2-carboxamide was best suited to increase 5-HT transporter 

and 5-HT1A receptor affinity and to suppress D2 receptor binding. 

5- [4- [4-(5-Cyano-3-indolyl) butyl] -1 -piperaz iny 1 ] - 2 -ben z of urancarboxamide 

(I; vilazodone, EMD 68843) was identified as a highly selective 5-HT1A 
receptor agonist [GTPyS, ED50 = 1.1 nM] with subnanomolar 5-HT1A 
affinity [IC50 = 0.2 nM] and as a subnanomolar 5-HT re-uptake inhibitor 

[RUI =0.5 nM] showing a great selectivity to other GPCRs (e.g., D2, IC50 
= 666 nM) . I is a promising candidate for further investigation in the 
treatment of mood disorders (no data) . 
IT 163521-12-8P 

RL : PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation) ; BIOL (Biological study) ; PREP (Preparation) ; RACT (Reactant 
or reagent ) 

(preparation of [ [( cyanoindolyl ) butyl ] piperaz iny 1 ] benzof urancarboxamide 
derivative and study of its activity as 5-HT1A receptor agonist and 
serotonin re-uptake inhibitor) 
RN 163521-12-8 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- [ 4- [ 4- ( 5-cyano-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 
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IT 76S93S-80-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation of ((( indolyl ) butyl ] piperaz iny 1 ] benzof urancarboxamide derivative 
and study of its activity as 5-HT1A receptor agonist and serotonin 
re— uptake inhibitor) 
RN 76S93S-80-6 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- | 4- | 4- ( 5-f luoro-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 
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AN 2004:346288 HCAPLUS 
DN 141:8898 7 

TI A new synthesis of indole 5-carboxylic acids and 6-hydroxy-indole-5- 

carboxylic acids in the preparation of an o-hydroxy lated metabolite of 
vi lazodone 

AU Heinrich, Timo; Boettcher, Henning 

CS Preclinical Pharmaceutical Research, Merck KGaA, Darmstadt, 
64293, Germany 

SO Bioorganic £ Medicinal Chemistry Letters (2004), 14(10), 2681-2684 

CODEN : BMCLE8 ; ISSN : 0960-894X 
PB Elsevier Science B.V. 
DT Journal 
LA English 
OS CASREACT 141:8898 7 
GI 




AB A major metabolite of the potential antidepressant vilazodone formed in 

rat , dog, monkey and human 1 i ver microsomes is 5-[4-(4-(5-cyano-6-hydroxy- 
lH-indol-3-y 1 ) butyl ] -1-piperaz inyl ] —2— benzof urancarboxamide (I) . For the 
construction of the salicyl-like substituted indole a synthesis of 
carmoxirole was adapted using Japp-Kl ingemann-type Fi scher-indole 
synthesis protocols. The reaction of 4-amino-2-hydroxybenzoic acid with 

2- oxocyclohexanecarboxy 1 ic acid Et ester gave 4- ( ( 5-carboxy-l- 
(ethoxycarbonyl)pentylidene]hydrazino]-2-hydroxybenzoic acid (II) . The 
Japp-Kl ingemann reaction of II gave a 6:1 mixture of 5-carboxy-6-hydroxy-2- 
(methoxycarbony 1 ) -lH-indole-3— butanoic acid (III) and its 4-hydroxy 

i somer , 5-carboxy-4-hydroxy-2- ( met hoxy car bony 1 ) -1H- indole— 3— butanoic acid . 
Functional group interconversion of carboxylic acid via carboxamide into 
cyanide was performed for III. The synthesis of carmoxirole (i.e., 

3- ( 4- (3, 6-dihydro-4-phenyl-l (2H) -pyridinyl) butyl] -lH-indole-S-carboxylic 
acid] was also reported using this Japp-Kl ingemann-type Fischer-indole 
synthesis protocol. 

IT 714950-88-6P 

RL : RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of vilazodone metabolite via Japp-Kl ingemann-type Fischer 
indole synthesis of 2 , S-dicarboxy-6-hydroxy-lH-indole-3-butanoate from 
[ [carboxy ( ethoxycarbony 1 ) pentylidene] hydrazino] (hydroxy) benzoate 
intermediate ) 
RN 714 95 0-8 8-6 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- ( 4- ( 4- ( S-cyano-6- | (methyl sulfonyl ) oxy ) -lH-indol- 
3-yl] butyl] -1-piperaz iny 1 ] - (CA INDEX NAME) 
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(CH 2 ) 4 




IT 



RN 
CN 



163S21-12-8DP, Vilazodone, metabolites 

P^L: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of vilazodone metabolite via Japp-Kl ingemann-type Fischer 
indole synthesis of 2, S-dicarboxy-6-hydroxy-lH-indole-3-butanoate from 
[ [carboxy (ethoxycarbonyl ) pentylidene ] hydrazino] (hydroxy) benzoate 
intermediate) 

163521-12-8 HCAPLUS 

2-Benzof urancarboxamide, 5- ( 4- ( 4- (S-cyano-lH-indol-3-yl ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 




IT 7149S0-70-6P, 5- ( 4- ( 4- (S-Cyano-6-hydroxy-lH-indol-3-yl ) butyl ] -1- 
piperaz iny 1 ] - 2 -ben z of urancarboxamide 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(vilazodone metabolite; preparation of vilazodone metabolite via 
Japp-Kl ingemann-type Fischer indole synthesis of 2 , 5-dicarboxy-6- 
hydroxy-lH-indole-3-butanoate from ( ( carboxy ( ethoxycarbonyl ) pentyl idene 
] hydrazino] (hydroxy) benzoate intermediate) 
RN 714 950-70-6 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- ( 4- ( 4- ( 5-cyano-6-hydroxy-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 



H2N— C 




N (CH 2 ) 4 
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TI Polymorphic forms of 1- ' 4- ( S-cyanoindol-3-yl ) butyl-4- ( 2 
carbamoy lbenzof uran-S-y 1 ) piperaz ine hydrochloride 

IN Bathe, Andreas; Helfert, Bernd; Neuenfeld, Steffen 
Matthias; Rudolph, Susanne; Boettcher, Henning 

PA Merck Patent G.m.b.H., Germany 

SO PCT Int. Appl., 103 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 
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The invention relates to new crystalline modifications of the hydrochloride 
salt of l-[4-(5-cyanoindol-3-yl) butyl] -4-( 2 -carbamoy 1-benzof uran-5-y 1 ) - 
piperazine, crystalline modification of the dihydrochlor ide of 

1- [ 4- (5-cyanoindol-3-yl ) butyl ] -4- ( 2 -carbamoy lbenzof uran-5-yl ) piperazine 
and amorphous 1- [ 4- ( 5-cyanoindol-3-y 1 ) butyl ] -4- ( 2 -carbamoy 1-benzof uran-5- 

yl ) piperazine-HCl (I) which are suitable in particular for the preparation of 
solid pharmaceuticals for the treatment or prevention of depressive 
disorders, anxiety disorders, bipolar disorders, mania, dementia, 
substance-related disorders, sexual dysfunctions, eating disorders, 
obesity, fibromyalgia, sleeping disorders, psychiatric disorders, cerebral 
infarction, tension, for the therapy of side-effects in the treatment of 
hypogonadism, secondary amenorrhea, premenstrual syndrome and undesired 
puerperal lactation. Thus, to a solution of 1- [ 4- ( 5-cyanoindol-3-y 1 ) buty 1 ] -4- 
( 2-carbamoylbenzof uran-5-yl ) piperazine in THF was added HC1 . The I 
hydrate obtained was dried at 85-90° to give I which was 
characterized by spectral properties. 
163521-12-8 

RL: RCT (Reactant); THU (Therapeutic use); BIOL (Biological study); RACT 
(Reactant or reagent); USES (Uses) 

(preparation of polymorphic forms of ( cyanoindolyl ) buty lcarbamoy lbenzof urany 

lpiperazine hydrochloride) 
163521-12-8 HCAPLUS 

2- Benzof urancarboxamide, 5- [ 4- [ 4- ( 5-cyano-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 
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Veterinary use of combined 5-HTla agonists and serotonin reuptake 
inhibitors for the treatment of traumatic and compulsive disorders 
associated with behavioral stressors 
Bartoszyk, Gerd 
Merck Patent Gmbh, Germany 
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the 


use of combined selective serotonin (S-HT) 



reuptake inhibitors (SSRIs) and 5-HT1A receptor agonists, in particular 

1- [4-(5-cyanoindol-3-yl) butyl] -4-( 2 -carbamoy 1-benzof uran-5-yl ) -piperaz ine, 
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salt thereof, for the manufacture of a medicament for use in veterinary 
medicine for the treatment or prophylaxis of self-directed traumatic 
disorders associated with behavioral stressors and compulsive disorders 
associated with behavioral stressors. 
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AB The in vivo metabolism of EMD68843, EMD96785, and EMD128130 was compared in 
fresh and cryopreserved hepatocyte (CPH) suspensions and microsomes from 
rat, dog, monkey, and human livers and in fresh human and rat hepatocyte 
collagen-gel-immobilized cultures (GICs). Half of the major in vivo 
metabolites were produced by phase 1 metabolism ( hydroxy lat ion, oxidation, 
hydrolysis, N-dealky lat ion ) and half by phase 2 metabolism (mostly 
glucuronidation but also sulfation and glycine conjugation) . The 
identities and percentages of phase 1 and 2 metabolites of each compound 
produced in hepatocytes compared well with those in each species in vivo. 
Glucuronidation was more extensive in GICs than in CPHs. In contrast, 
CPHs, but not GICs, produced sulfate metabol ites . Microsomes 
(supplemented with NADPH only) produced most of the phase 1 but no phase 2 
metabolites. Metabolism by CPHs was the same as that by fresh hepatocyte 
suspensions. Discrete species differences in metabolism were detected in CPHs 
and microsomes. The cytochrome P 450 and glucuronosyl S-transf erase 
contents of CPHs did not account for the species differences in the 
percentage of phase 1 and 2 metabolites or the rate of disappearance of 
the parent compds . in these cells . These data show a good correlation 
between major metabolites formed in vivo and in vitro. CPHs and GICs, 
unlike microsomes, carried out sequential phase 1 and 2 metabolism Each in 
vitro system has its own advantages; however, for short-term metabolism 
studies CPHs may be more useful, since they are readily available, easier 
and quicker to prepare than GICs, and have more comprehensive enzyme systems 
than microsomes. 
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AB Selective serotonin (S-hydroxytryptamine; S-HT) reuptake inhibitors and 
S-HT1A receptor agonists are believed to reduce anxiety. In the present 
study we examined the effects of injections of S-{ 4- ( 4- (S-cyano-3-indolyl ) - 
butyl ] -1-piperazinyl }-benzof uran-2-carboxamide hydrochloride (EMD 68843), 
a 5-HT1A receptor agonist and selective S-HT reuptake inhibitor, in two 
animal models of anxiety, plus-maze and shock-probe. Rats received i.p. 
injections of vehicle, diazepam (2.5 mg/kg) , or EMD 68843 (10, 20, or 40 
mg/kg) 1 h prior to testing. Diazepam at the single dose tested and EMD 
68843 dose-dependent ly (significantly at 20 and 40 mg/kg) reduced burying 
in shock— probe . However, only diazepam significantly increased open arm 
exploration in the plus-maze. Therefore, EMD 68843 has task specific 
anxiolytic properties. 
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AB l-( 4- (S-Cyanoindol-3-yl ) butyl ] -4- ( 2 -carbamoy 1-benzof uran-5-y 1 ) -piperazine 
(I) or a physiol. acceptable salt thereof is used for the manufacture of a 
medicament for the treatment of sub-type anxiety disorders chosen from the 
sub-types panic disorder with or without agoraphobia, obsessive-compulsive 
spectrum disorders, social phobia, post-traumatic stress disorder, acute 
stress indication or generalized-anxiety disorder, bipolar disorders, 
mania, dementia, substance-related disorders, sexual dysfunctions, eating 
disorders, obesity, anorexia and fibromyalgia. A preferred salt is I 
hydrochloride. For example, a mixture containing 1 kg I or a physiol. 
acceptable salt, 4 kg lactose, 1.2 kg potato starch, 0.2 kg talc, and 0.1 
kg Mg stearate was tableted in the customary manner in such a way that 
each tablet comprises 10 mg of active ingredient. 
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salts for treatment of anxiety and related disorders) 
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ZA 9603155 




A 


19 961025 


19 96ZA- 


0003155 




19960419 


JP — 08291161 




A 


1996110 5 


1996JP- 


o 12o?81 




19960419 


JP 3 8 74837 




B2 


20070131 










HU 9601033 




A2 


19971028 


1996HU- 


0001033 




19960419 


US 5723614 




A 


19980303 


1996US- 


0634825 




19960419 


CZ 294697 




B6 


20050216 


1996CZ- 


0001131 




19960419 


US 5 9 77112 




A 


19 9 9 11 0 2 


1997US- 


0960459 




19971029 


JP2006290905 




A 


2 0 061026 


2Q06JP- 


0214860 




20060807 


1995DE-1014567 




A 


1995042 0 










1996EP-010S701 




A3 


199604 11 










1996JP-0120781 




A3 


1 9 9 6 0 4 19 










1996US-0634825 




A3 


19960419 











OS MARPAT 125:328501 
GI 




AB Title compds . (I; R = cyano, C02H, alkoxycarbony 1 , etc.; Rl = NH2, 
piperazino, (N-benzyl ) piperaz inyl , etc.] were prepared Thus, Et 
S-nitrobenzof uran-2-carboxy late (preparation described) was converted in 5 
steps to 5-piperazinobenzof uran-2-carboxamide . 

IT 163S21-12-8P 

RL : PNU (Preparation, unclassified); PREP (Preparation) 

(preparation of S-aminobenzof uran-2-carboxylates as drug intermediates) 

RN 163521-12-8 HCAPLUS 

CN 2-Benzof urancarboxamide, 5- ( 4- ( 4- ( S-cyano-lH-indol-3-yl ) butyl ] -1- 
piperazinyl ] - (CA INDEX NAME) 
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DN 123:9463 

TI Preparation of ( indolylalkyl ) piper idines and -piperazines as drugs. 
IN Boettcher, Henning; Seyfried, Christoph; Bartoszyk, Gerd 

; Greiner, Hartmut 
PA Merck Patent G.m.b.H., Germany 
SO Ger . Of fen . , 12 pp . 

CODEN : GWXXBX 
DT Patent 
LA German 
FAN.CNT 1 



PI 



OS 
GI 



XQN 



AB 



IT 



RN 
CN 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


FlT? A ^ ^ ^ 0 C, A 
JJIIj H J J J5 £. J Q 


Al 








EP 6 4 8 76 7 


Al 


19950419 


1994EP-0114798 


19940920 


EP 6 4 8 76 7 


Bl 


19970528 






R: AT, BE, CH, 


DE, DK, 


ES, FR, 


GB, GR, IE, IT, LI, LU, 


NL, PT, SE 


AT 153663 


T 


19970615 


1994AT-0114798 


19940920 


ES 2105454 


T3 


19971016 


1994ES-0114798 


19940920 


AU 9474244 


A 


19950413 


1994AU-0074244 


19940927 


AU 679774 


B2 


1 9 9 7 0 7 1 0 






CN 1 106811 


A 


lyyaobio 


1 y y 4CN— 0 1 lob ab 


1 y y 4 o y 2 / 


CN 1056610 


B 


2 0 0 0 0 9: 0 






CA 2133152 


C 


19950 3 31 


1994CA-2133152 


19940928 


CA 2133152 


Al 


19950331 






JP — 0 714 9 762 


A 


19950613 


1994JP-0233S38 


1 '-' :. 4 0 =28 


PL 178137 


Bl 


20000331 


1994PL-030S216 


19940928 


CZ 293558 


B6 


20040616 


1994CZ-0002370 


19940928 


NO 9403616 


A 


19950331 


1994NO-0003616 


19940929 


NO 306948 


Bl 


20000117 






ZA 9407622 


A 


19950516 


1994ZA-0007622 


19940929 


HU 71833 


A2 


19960228 


1994HU-0002806 


19 9 4 0 9 19 


HU 218918 


B 


20001228 






US 5532241 


A 


19960702 


1994US-0314734 


19940929 


RU 2132848 


CI 


19990710 


1994RU-003S660 


19940929 


SK 281793 


B6 


20010806 


1994SK-0001184 


19940929 


JP2007119502 


A 


20070517 


2007JP-0034671 


20070215 


1993DE-4333254 


A 


19930930 






1994JP-0233538 


A3 


19940928 






MARPAT 123:9463 










ZRl 
/ I 










Title compds . (I; X 


= (HO-, 


alkoxy-. 


cyano-, halo-, R2CO-, 





R2CH2-substituted) 3-indolyl ; Rl = (cyano-, HOCH2-, alkoxymethy 1-, 
R2CO-substituted) benzof uran-5-y 1 , 2, 3-dihydrobenzof uran-5-y 1 , 
chroman-6-yl, chroman-4-on-5-y 1 , 3-chromen-6-y 1 , chromen-4-on-6-y 1 ; Q = 
(CH2)m; Z = N, CR3; R2 = OH, alkoxy, amino; R3 = H, OH, alkoxy; m = 2-4], 
were prepared having 5-HT1A agonist activity, etc. (no data) . Thus, 
3- ( 4-chlorobuty 1 ) -5-methoxy indole and 1- ( 2-hydroxymethy lbenzof uran-5— 
yl ) piperazine were refluxed in MeCN to give 1- [ 4- ( 5-methoxy indol-3- 
yl ) butyl ] -4- ( 2 -hy dr oxymethy lbenzof uran-5 -yl ) piperazine . 
163521-12-8P 

RL : BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of ( indolylalkyl ) piper idines and -piperazines as drugs) 
163521-12-8 HCAPLUS 

2-Benzof urancarboxamide, 5- [ 4- [ 4- ( 5-cyano-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 
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AN 2005:1171443 HCAPLUS 
DN 143:4326 76 

TI New pharmaceutical compositions for the treatment of sexual disorders 
IN Mendla, Klaus; Pyke, Robert; Eisenreich, Wolfram; Friedl, Thomas 
PA Boehringer Ingelheim International GmbH, Germany; Boehringer Ingelheim 
Pharmaceuticals, Inc.; Boehringer Ingelheim Pharma GmbHH & Co. KG 
PCT Int. Appl . , 71 pp. 
CODEN: PIXXD2 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



SO 



DT 
LA 



KIND 



DATE 



APPLICATION NO. 



DATE 



PI 



WO2005102342 




Al 




20051103 




2005WO-EP04081 




20050418 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB. 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CO, 


CR, 


cu, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KP, 


KR, 


KZ, 




LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA. 


MD, 


MG . 


MK, 


MN , 


MW, 


MX, 


MZ, 


NA, 




MI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 




SM, 


SY, 


IJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 




ZM, 


zw 






























RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 




RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 




MR, 


NE, 


SN, 


TD, 


TG 

























AU2005235422 

CA 2563743 

EP 1740181 



Al 
Al 
Al 



20051103 
20051103 
20070110 



2005AU-0235422 
200SCA-2S63743 
2005EP-0736586 



AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, 



20050418 <- 
20050418 <- 
20050418 <- 
GR, HU, IE, 



IS, IT, LI, LT, LU, MC, NL, PL, 
HR, LV, MK, YU 
-1946404 A 
A 
T 
Al 
A 
A 
A 
P 
P 



PT, P.O. SE, SI, SK. TP., AL, BA. 



20070411 
20071016 
20071122 
20051103 
20070427 
20070125 
20070131 
20040422 
20041130 
20050418 



CN 2005-80012692 

2005BR-0010074 

200 7 JP- 0508810 

2005US-0110449 

2006IN-DN06048 

2 0 06MX-PA12 05 9 

2006KR-0724443 



20050418 
20050418 
20050418 
2ooSo42o 
20061017 
20061018 
20061121 



CN- 

BR200S010074 
JP2007533686 
US200524SS39 
IN2006DN06048 
MX2006PA120S9 
KR200 7014184 
PRAI 2004US-S64662P 
2004US-631800P 
200SWO-EP04081 w 
MARPAT 143:432676 

The invention relates to new pharmaceutical compns . for the treatment of 
sexual disorders and methods for the preparation thereof. In a preferred 
embodiment, the instant invention is directed to pharmaceutical 
combinations comprising flibanserin as one active ingredient in 
combination with at least one addnl . active ingredient for the treatment 
of sexual disorders and methods for the preparation thereof. 
163521-12-8, Vilazodone 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(new pharmaceutical compns. for treatment of sexual disorders) 
163521-12-8 HCAPLUS 

2-Benzof urancarboxamide, 5- ( 4- ( 4- ( 5-cyano-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 
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TI Compositions for treating psychiatric disorders with COX-2 inhibitors 
alone and in combination with antidepressant agents 

IN Stephenson, Diane; Taylor, Duncan P. 

PA Pharmacia Corporation, USA 

SO PCT Int. Appl., 200 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 

FAN.CNT 1 



PI 



AB 



IT 



RN 
CN 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 






WO20050846S4 




A2 




20050915 




2005WO-US06818 






0050302 


< — 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BP., 


BW, 


BY, 


BZ, 


CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


ME' , 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 


MI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 






SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc. 


VN, 


YU, 


ZA, 


ZM, 


ZW 


RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 






EE, 


ES, 


FI, 


FR, 


GB , 


GR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 






RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 






MR, 


NE, 


SN, 


TD, 


TG 


























CA 255638 


0 




Al 




2 0 0 5 0 9 1 5 




200SCA-2S563 


8 0 




20050302 


< 


EP 1725222 




A2 




20061129 




2 0 0SEP-0 72 43 77 




20050302 


< 


R: 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


E'E , 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 






IS, 


IT, 


LI, 


LT, 


LU, 


MC , 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR 








BR2005008254 




A 




2 0 0 ? 0 ? 2 4 




2005BR-0008254 




20050302 


< 


JP2007S2632 


8 




T 




2 0 0 7 0 9 13 




2007JP-0501959 






0050 


302 


< 


MX2006PA09919 




A 




20061116 




2006MX-PA09919 




20060831 


< 


2004US- 


S49281P 




P 




20040302 


<- 




















2005WO- 


US06818 




w 




2oo5o3o2 























The present invention relates to a novel method of treating and/or 
preventing psychiatric disorders in a subject by administering to the 
subject at last one Cox-2 inhibitor alone or in combination with one or 
more antidepressant agents. Compns., pharmaceutical compns. and kits are 
also described. Thus, celecoxib was prepared starting from 
4 ■ -methylacetophenone and ethyltrif luoroacetate followed by reaction with 
4-sulf onamidophenylhydrazine . A composition is obtained by mixing sertraline 
and celecoxib . 
163521-12-8, Vilazodone 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(compns. for treating psychiatric disorders with COX-2 inhibitors alone 
and in combination with antidepressant agents) 

163521-12-8 HCAPLUS 
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TI Weak to average strength opioids or their combinations containing 

antidepressants for the treatment of depressions and anxiety disorders 

IN Bloms-Funke, Petra; Tzschentke, Thomas 

PA Gruenenthal G.m.b.H., Germany 

SO PCT Int. Appl., 24 pp. 
CODEN : PIXXD2 

DT Patent 

LA German 

FAN.CNT 1 

PATENT NO. 



PI 



WO2005067916 



KIND DATE APPLICATION NO. 

Al 20050728 2005WO-EP00255 

BW, BY, 

ES, FI, 

KP, KR, 

MX, MZ, 

SG, SK, 

YU, ZA, 

TZ, UG, 

CH, CY, 

LU, MC, 

GA, GN, 



W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA. 


BB. 


BG, 


BR, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW , 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc. 


VN, 


RW : BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IS, 


IT, 


LT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM , 


MR, 


NE, 


SN, 


TD, 


TG 















DATE 

20050113 <— 
B 2 , CA , C H , 
GB, GD, GE, 
KZ , LC, LK, 
NA, NI, NO, 
SL, SY, TJ, 
ZW 
ZW, 
DE, 
PL, 
GW, 



ZM, 
ZM, 
CZ, 
NL, 
GQ, 



AM, 
DK, 
PT, 
ML, 



PRAI 



AB 



IT 



RN 
CN 



DE102004011392 
DE 2004-102004001968 A 
DE 2004-102004011392 A 



Al 



20050804 
20040113 
20040305 



2004030S < — 



E'E 2 0 0 4-1 0 2 0 0 4 0 1 13 9 2 
< — 
< — 

The invention relates to weak to average strength opioids or combinations of 
said opioids containing ant idepres sant s for the treatment of depres s ions and 
anxiety disorders, in addition to a method for treat ing depres s ions and 
anxiety disorders. The following combinations were tested on rats in the 
elevated plus maze test: tilidine with nisoxetine, tilidine with 
venflaxine and pethidin with nisoxetine. 
163521-12-8, Vilazodone 

RL : PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(weak to average strength opioids or their combinations containing 
antidepressants for treatment of depressions and anxiety disorders) 

163521-12-8 HCAPLUS 

2-Benzof urancarboxamide, 5- ( 4- ( 4- ( S-cyano-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] - (CA INDEX NAME) 
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TI The combination of 

receptor antagonist 

use thereof 
IN Crerners, Thomas 
PA H . Lundbeck A/S 
SO PCT Int . Appl . , 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 
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OM , 
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KG , 
FI, 
SI, 
SN , 



BG, 
LI, 



KIND 

A2 

A3 
AM, 
CU, 
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LT, 
PG, 
TR, 
KE, 
KZ, 
FR, 
SK, 
TD, 

Al 

Al 

A2 
CH, 
LT, 

A 

A 

T 

A 

A 

Al 

A 

P 

W 



DATE 



20050623 
20060202 



APPLICATION NO. 



DATE 



2004WO-DK00862 



20041214 <- 



AT, 


AU, 


AZ, 


BA, 


BB. 


BG, 


BR, 


BW. 


BY, 


BZ, 


CA, 


CH, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN . 


MW . 


MX, 


MZ, 


NA, 


HI, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz, 


VC, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


GB, 


GR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 
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GB, 
SK, 



W: AE, AG, 
CN, CO, 
GE, GH, 
LK, LR, 
NO, NZ, 
TJ, TM, 
RW: BW, GH, 
AZ, BY, 
EE, ES, 
RO, SE, 
MR, NE, 
AU2004296S31 

CA 2549574 

EP 1696896 

R: AT, BE, 
IS, IT, 
BR2004015899 

CN 189393S 

JP2007513896 
MX2006PA0S127 
NO2006003267 
US2007066601 
2003DK-0001854 
2003US-529491P 
2004WO-DK00862 
The invention discloses the 
receptor antagonist, inverse agonist 
a pharmaceutical composition for the 
and other affective disorders, such as generalized anxiety disorder, panic 
anxiety, obsessive compulsive disorder, acute stress disorder, post 
traumatic stress disorder and social anxiety disorder, eating disorders 
such as bulimia, anorexia and obesity, phobias, dysthymia, premenstrual 
syndrome, cognitive disorders, impulse control disorders, attention 
deficit hyperactivity disorder, drug abuse or any other disorder 
responsive to serotonin reuptake inhibitor. 
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(combination of serotonin reuptake inhibitor and H3 receptor 
antagonist, inverse agonist or partial agonist, and therapeutic use) 
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pyrazolopyridazines as cyclooxygenase-2 inhibitors for the treatment of 
depressive disorders ) 
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2-Benzof urancarboxamide, 5- [ 4- [ 4- ( 5-cyano-lH-indol-3-y 1 ) butyl 1 -1- 
piperazinyl] - (CA INDEX NAME) 
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AB Use of title compds . e.g. [I; Rl = H, alkyl, fluoroalkyl, alkenyl, 

alkynyl, cycloalkylalkyl, bridged cycloalkyl, etc.; R2 = fluoroalkyl; R3 = 
alkyl, amino, carboxamide] for preparation of a medicament for treatment of 
depressive disorders is claimed. Thus, a mixture of 4- 

methylthioacetophenone and Me tr if luoroacetate in MeOCMe3 was treated over 
30 min. with NaOMe in MeOH followed by heating at 40° for >3 

h. AcOH and S-Me 2-thiopseudourea were added followed by concentration and 
heating at 110° overnight. AcOH was added and the mixture was cooled 
to 50° followed by addition of aqueous Na tungstate and then 30% H202 over 
3 h. followed by heating at 50° for £12 h. The mixture was 
cooled to 20° and aqueous Na sulfite was added over >30 min. 
followed by aging for 1 h to give 90% 2— methy 1 sulf ony 1-4- [ 4- 
(methylsulf onyl ) phenyl ) —6— trif luoromethy lpyrimidine . The latter was 
heated overnight with K2C03 in MeOH at 50° to give 88.4% 
2-butoxy-4- ( 4- (methyl sulf onyl ) phenyl ] -6-trif luoromethy lpyrimidine (II). 
In the chronic inescapable shock in rats model, II at 10 mg/kg orally with 
paroxetine 5 mg/kg orally gave a full reversal of the chronic escape 
deficit . 
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RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(coadministration; preparation of pyridines, pyrimidines, and 
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inhibitor and a compound, which is 



compound which is a serotonin reuptake 
GlyT-1 inhibitor for the preparation of <e 
pharmaceutical composition for the treatment of depression, anxiety disorders, 
and other affective disorders. In particular the invention relates to 
treatment of depression, anxiety disorders , and other affective disorders, 
e.g. generalized anxiety disorder, panic anxiety, obsessive compulsive 
disorder, acute stress disorder, post traumatic stress disorder and social 
anxiety disorder, eating disorders such as bulimia, anorexia and obesity, 
phobias, dysthymia, premenstrual syndrome, cognitive disorders, impulse 
control disorders, attention deficit hyperactivity disorder, drug abuse or 
any other disorder responsive to serotonin reuptake inhibitors. The 
invention also discloses a pharmaceutical composition comprising a serotonin 
reuptake inhibitor and a GlyT-1 inhibitor. 
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RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(serotonin reuptake inhibitor-glycine transporter type 1 inhibitor 
combination for treatment of depression, anxiety, and other affective 
disorders ) 
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The present invention provides selective serotonin reuptake inhibitors 
(SSRIs) and their use in the preparation of a medicament for the treatment or 
prevention of premature female orgasm. For example, a tablet formulation 
contained SSRI compound 10.0%, lactose 64.125%, starch 21.375%, 
Croscarmellose sodium 3.0%, and magnesium stearate 1.5%. 
163521-12-8, Vilazodone 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(compns. of selective serotonin reuptake inhibitors for treatment of 
premature female orgasm) 
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inflammation-related disorder, as well as a neurol . disorder involving 
neurodegeneration involve a combination of a COX-2 inhibitor and a S-HT1A 
receptor modulator. 
163521-12-8, Vilazodone 

RL : PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(COX2 inhibitor-S-HTIA modulator combination for treatment of pain, 

inflammation, and other conditions) 
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Phase I and II enzyme characterization of two sources of HepG2 cell lines 
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In Vitro Technologies, Baltimore, MD, 21227, USA 

Xenobiotica (2004), 34(3), 243-256 

CODEN: XENOBH; ISSN: 0049-8254 

Taylor & Francis Ltd. 

Journal 

English 

The metabolism by HepG2 cell from two sources (Ml, M2 ) of 12 substrates is 
reported: ethoxyresoruf in, ethoxycoumarin, testosterone, tolbutamide, 
chlorzoxazone, dextromethorphan, phenacetin, midazolam, acetaminophen, 
hydroxycoumarin, p-nitrophenol and l-chloro-2, 4-dinitrobenzene (CDNB) , and 
a pharmaceutical compound, EMD6 8 8 43. Activities varied markedly. Some were 
present in Ml (CYP1A, CYP2C9, CYP2E1) but absent in M2 . Ml had a more 
complete set of Phase I enzymes than M2 . CYP1A2, CYP2C9, CYP2D6, CYP2E1 
and CYP3A activities were present at levels similar to human hepatocytes . 
Phase II metabolism differed between Ml and M2 . Ml conjugated hydroxycoumarin 
and p-nitrophenol to glucuronides only, whereas M2 produced sulfates. 
Glutathione conjugation of CDNB metabolism was 10-fold higher in Ml than in 
M2, but was still much lower than in human hepatocytes. CYP2E, CYP2C, 
CYP2B6 and CYP3A (but not CYP1A, glucuronyl S-transf erase or 
S-transferase) were inducible in Ml. Metabol ites of EMD6 8843, produced by 
induced (but not uninduced) Ml were the same as those produced in human 
hepatocytes . In conclusion, HepG2 cells have both Phase I and II enzymes , 
which activities and at what levels depend on the source and culture 
conditions. Therefore, HepG2 cells routinely used in in vitro assays 
should be characterized for their drug-metabolizing capabilities before 
any results can be fully interpreted. 
163521-12-8, EMD68843 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(phase I and II metabolism of substrates by two sources of HepG2 cell 
lines ) 
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antagonist, inverse agonist or partial agonist for the preparation of a 
pharmaceutical composition for the treatment of depression, anxiety disorders 
and other affective disorders, such as generalized anxiety disorder, panic 
anxiety, obsessive compulsive disorder, acute stress disorder, post 
traumatic stress disorder and social anxiety disorder, eating disorders 
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syndrome, cognitive disorders, impulse control disorders, attention 
deficit hyperactivity disorder, drug abuse or any other disorder 
responsive to serotonin reuptake inhibitors. 
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OS MARPAT 140:35974 

AB The present invention relates to a method of treating depression or 

anxiety in a mammal, including a human, by administering to the mammal a 
PDE IV inhibitor in combination with an antidepressant or an anxiolytic 
agent. It also relates to pharmaceutical compns . containing a 
pharmaceutically acceptable carrier, a PDE IV inhibitor and an anxiolytic 
agent or antidepressant. 
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Behavioral and neurochemical effects of 5- { 4- ( 4- ( ( S-cyano-3- 
indolyl ) butyl ) butyl ] -1-piperaz inyl > benzof uran-2-carboxamide (EMD 68843) : a 
combined selective inhibitor of serotonin reuptake and 
S-hydroxytryptaminelA receptor partial agonist 

Page, Michelle E . ; Cryan, John F . ; Sullivan, Arthur; Dalvi, Ashutosh; 
Saucy, Berangere; Manning, David R. ; Lucki, Irwin 

Department of Psychiatry, University of Pennsylvania, Philadelphia, PA, 
USA 

Journal of Pharmacology and Experimental Therapeutics (2002), 

302(3), 1220-1228 

CODEN: JPETAB; ISSN: 0022-3S65 

American Society for Pharmacology and Experimental Therapeutics 

Journal 

English 

EMD 68843 (vilazodone) is a novel compound with combined high affinity and 
selectivity for the S-hydroxytryptamine (5-HT) transporter and S-HT1A 
receptors. EMD 68843 was tested as a prototype compound, which benefits 
from dual Pharmacol, effects that could increase extracellular S-HT to 
levels higher than those produced by conventional selective serotonin 
reuptake inhibitors (SSRIs) . In Sf9 cells, EMD 68843 increased guanosine 
5'-0-(3-[35S]thiotriphosphate) binding to 69% of the magnitude of the full 
S-HT1A receptor agoni st R- ( 1 ) -trans-8-hydroxy-2- (N-n-propy 1-N- ( 3 9-iodo-2 9- 
propeny 1 ) ] aminotetral in ( 8-OH-PIPAT ) , indicating that it is a partial 
agoni st at 5-HT1A receptors . Acute, systemic admin i strat ion of EMD 6 8 8 43 
produced a larger maximal increase of extracellular S-HT than the SSRI 
fluoxetine in both the ventral hippocampus (HPv) (558 vs. 274%) and the 
frontal cortex (FC) (527 vs. 165%) . Regional differences in the response 
to the two drugs were also observed These effects may be attributed to the 
differential regulation of S-HT release in the HPv and FC by S-HT1A 
autoreceptors . When challenged with the S-HT1A receptor agonist 
8-hydroxy-2- ( dipropy lamino ) tetralin ( 8-OH-DPAT) , EMD 6 8 8 43-induced 
increases in extracellular 5-HT were greatly reduced in the HPv but to a 
lesser extent in the FC . In behavioral studies, EMD 68843 produced 
ant idepres sant-1 ike effects in the forced swimming test in both rats and 
mice but only within a narrow dosage range. Like fluoxetine, EMD 68843 
did not produce the symptoms of the 5-HT behavioral syndrome in rats but, 
unlike fluoxetine, pretreatment with EMD 68843 blocked expres s ion of the 
5-HT behavioral syndrome induced by 8-OH-DPAT . Taken together, the 
results show that EMD 68843 augments extracellular 5-HT levels in 
forebrain regions to a greater extent than fluoxetine. At higher doses, 
however, weak efficacy of EMD 68843 at postsynaptic 5-HT1A receptors may 
inhibit the expression of rodent ant idepres sant-1 ike behaviors. 
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AB Compds . with 5-HT1A agonist activity, e.g. buspirone, are disclosed which 
are useful for controlling the visual field loss associated with glaucoma. 
Ophthalmic formulations are included. 
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Compns . and methods 


are 


disclosed for treating disorders of 


the outer 





retina with compds . with 5-HT1A agonist activity, e.g. buspirone. 
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serotonin-reuptake inhibitor and 5-HT1A agonist EMD 68843 on the sleep EEG 
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AB EMD 68843 (EMD) has properties of a serotonin ( 5-HT ) -reuptake inhibitor 
and a partial 5-HT1A agonist in 1 mol . to combine ant idepres s i ve and 
anxiolytic properties. The authors investigated the effects of EMD on the 
sleep EEG to characterize how the complex interaction between these 2 
properties influences the sleep EEG. The authors performed a randomized 
crossover study in 10 young normal male controls (20-30 yr), receiving a 
single dose of 20 mg EMD or placebo orally at 2100 h. Sleep EEG was 
recorded from 23.00 to 07.00 h. After EMD, rapid eye movement (REM) sleep 
was nearly totally abolished. In the course of the night other effects on 
the sleep EEG occurred in distinct intervals. Slow wave sleep and EEG 
delta power increased in the 1st and 3rd one-third of the night, whereas 
wakefulness was enhanced in the 2nd and 3rd one-third of the night. The 
sleep EEG effects of EMD fit with its Pharmacol, profile, which might lead 
to adaptive changes suggested to characterize an ant idepres s ive substance. 
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TI Drug action at the 5-HT1A receptor in vivo: autoreceptor and postsynaptic 

receptor occupancy examined with PET and [ carbony 1-1 1C) WAY-1 00635 
AU Rabiner, E. A.; Gunn, R. N.; Wilkins, M. R . ; Sargent, P. A.; Mocaer, E.; 

Sedman, E . ; Cowen, P. J.; Grasby, P. M. 
CS Hammersmith Hospital, MRC Cyclotron Unit, Imperial College School of 

Medicine, London, UK 
SO Nuclear Medicine and Biology (2000), 27(5), 509-513 
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DT Journal 
LA English 

AB SerotoninlA (5-HT1A) receptors have been implicated in the pathophy s iol . 
and treatment of anxiety and depression and are a target for novel drug 
development. In this qual . study, positron emission tomog. (PET) and 
[carbonyl-HC] WAY-100635 were used to assess 5-HT1A autoreceptor and 
postsynaptic receptor occupancy in man in vivo by five different compds. 
with nanomolar affinity for this site. Occupancy by pindolol, penbutolol, 
buspirone, EMD 68843, and S 15535 was compared to test-retest data from 10 
healthy volunteers. All drugs, apart from buspirone, displayed occupancy 
at the 5-HT1A receptor site. Pindolol demonstrated a preferential 
occupancy at the autoreceptor compared to the postsynaptic receptor over a 
plasma range of about 10-20 ng/mL. Differential occupancy may be an 
important component of novel drug action. The level of autoreceptor or 
post synapt ic occupancy needed to achieve significant physiol. effects is 
not known, although it is of note that none of the drugs in this study 
achieved occupancies beyond 60%. Overall this study demonstrates the 
utility of PET in aiding novel drug development. 
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AB Pharmaceutical compns . are provided which contain a serotonin uptake 
inhibitor (e.g. fluoxetine), a S-HT1A presynaptic antagonist (e.g. 
pindolol), and a S-HT1A agonist (e.g. buspirone) as a combination product 
for simultaneous, sep., or prolonged use for treating various forms of 
depression . 

IT 163521-12-8, EMD 68843 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(serotonin uptake inhibitor-S-HTIA presynaptic antagoni st-5-HTlA 
agonist combination for treatment of depression) 
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